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m 6 2 - 4 7 1 9 3 m&mizmm^ tircz:&mizx^mvrz. i 

-3i^;i,-10-tKD:^S/*>rh7"S^> (8 Omg) ^ 
DMF (14ml) izmm \^ . DMAP (13. 5mg) , 

Dipc (0. 116ml) sia^. MUiz X 2 0 mmmw V 

feo — ;i/ (4 0ml) St;fS^'fv:rDtr;vx.— 

(16 0ml) ^ia ^^a^c:t3o^»^^Lfe^^ tfc«f 
^^^il^bs J^^y — v:7'Dtr;i/3i — 7^;i/( 1/4 (v 

/v) . 1 5 0ml) -e. ^Jfc^bfeo m io tiTzmmm^ . T-fe 
h-hi;;v/7jc (1/3 (v/v) . 40ml) (ci^^m. 
:r>^m^lt(^$^e73i^y^^::^5 0(H + ). 5ml)^3MJgb^ 
T-^ h - V V ;i//7jc (1/3 (v/v) . 40ml) tit:. ^ 

iti^^^-r-5c:i:ic:j;oT. ih^<^ 1 (2 7 Omg) 
SWfeo Yb'^^lCDsJ<Ui^;V^57 5.>^gi3:0>lC«. PbVT-hT^S^ 

^-a-LtV>So :^<\j'^!^(DitJ>yVy^i^>m(D^S^s DMF 
^^gE|pf©3 3 Onm^C*5(^§l8i:)te^6^3^^V^-C^«Ufci:^: 
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6n 2 5. 4% (w/w) T-feofeo x> -rvrDtr;i/T^y' 

3. 0% (w/w) -trfeofeo d + e + f 

td^fSdOgiJ-^JilS. 5%^ f©ia-&tt48. 
feo J:BBT?f#e)tife'fti'a-#l 1 ^3•ov^r^3^^S#:^'Dx' h ^ "7 V 
-f - (HPLC) T-i9-;&fLfei:c:5s jiil©*>rh7^$/>^ 

^y^^m-^^ts 7 - )V - 1 0-t. KDdF->5tj>rh5^ 

j^iC (I) ©Rl=Me^ A=hUp«^l/ 
d+e + f= i^7. t=$^273^ R2=Et. R3 = 
H . P = A c ) (D^m 

-^yi^;i/^^>^ (7 9 7mg) jRt;?^ 4$42^BS6 2-47 1 9 3 
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KDdF$/:^3>7-h7"i^> (80mg) ^ B MF (14inl) iz 
mm I.. DMAP (16. 6mg), DIPC (0. 142 
ml) ti-ba MU\^X 2 0 mmmni^tz o Rjl^miz :r. ^ y ^ 
;i/ (4 0inl) St/fi^-f vrnt:;i/ 31 — 7^ ;v (16 0ml) ^ 

)]y y V yu )l ;v (1/4 (v/v) , 1 5 Oml) 

X . i^tzo n ^ ntzmmm ^ . T-feh^hu;i//7k (i/ 

3 (v/v) , 40ml) \,zmm^. :t > ^mmm O :c 
^y^;^50 (H+). 5ml)i3Mi§b^T-fehrihUA/7jc(i 

y 3 (v/v) , 4 0ml) idtx m m \^ td o m ^ titzmmm 

ih^m 2 (8 18mg) ;fef#feo ^-fb-^^^cD* 
>rh-7^i'>®®#S<&. DMF^^Sl^I-??©3 3 0 nm^c:j3{t 
-g)l®:)fc^^c:a-iSv^T^aLfci:il5^ 9. 6% (w/w) "C-fe 
ofeo ^ite««Jiail^1t©^f^{c:j;D-i'V7'Dt:;i/7'^y* 
;i.7i?-;i/^vrDt:;i/T^y«®^fi5&^i6;^ci:c;5> 1 .5% 
(w/w) T-&c)fc„ d + e + ftcM-r-Sd©*!!-^ 

{*20. 3%. f©iij-&tt47. 2%'t?feofco±IBT-?#e»tL 
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nmm 1 R xjp 2 (D :h > y V ^> > m (D m ^ 1" m m ^ . 
^ti. PBS i V >wtmm ^mikM:^ ; p u 7 . 1) iz mmiy. 

ft7-:c^)\^-l O-t FD^i^:*>rh7^i/><fe, HPLC 

^J{g«a|4 (x'»;7::^jfii|i#:iSE)Kjiitc::j3}:J-S^^RlScm) 
bs P<^5'^-;i//T-bh-h»J;i/(l/i (v/v). 0. 4 
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> m (oiM ^ ^ m m ^ . Mm^X'<bm^ifi^^m.^ti^ct 

^ b T V^ -5 o 

•^•>>^^TT'af^^«brl^§^e7>^;^J»JfiCo 1 o n2 6 

j^^ffibfeo M M ^ 7 B ^ iz m m <D ti > y h ^ > m (D 
M^^mmi^'Rxj^M mm iib-rocPT-i i^^ #>i?'5%^ 

m^OMm (Lmm) RV'Mm (Wmm) =^i'U>'^ — 

V>T2~3B^|iiiT*tha!lb.®5«#«<&(LxW2)/2J3cfcD 
th5^U. ^#gli&B©#«A^^*i^M*#;a^5R46fe («1) o 

m^omniivx. i^mo^m^m^rz (*2) o ^(om 
m'p) it'ptsi < s c p T - 1 nzitm. i^xw^mm^mifimm^ 
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^^Tv^fco X. mm m M ^ > y h > m (D-m ^ 1" m 
mi$- (<t^m 1) «s mm ^ m m ifi {i> isi y r h 7- > m (D 

m. 1 





0 


2 


5 


7 


9 


12 


14 


mm^m 


1. 0 


2. 5 


8. 1 


12. 8 


14. 5 


15. 5 


14. 3 


-fbg^l 45. Omg/kR 


1. 0 


0. 9 


0. 4 


0. 3 


0. 5 


0. 9 


2. 6 


2 2. 5mg/kg 


1. 0 


0. 8 


0. 6 


1. 0 


1. 8 


7. 2 


8. 5 


1b^2 180. OmR/l« 


1. 0 


0. 8 


0. 9 


1. 5 


3. 8 


9. 8 


13. 8 


9 0. On^/kg 


1. 0 


1. 0 


1. 4 


3. 5 


8. 8 


16. 5 


17. 7 


CPT-11 26. Img/kg 


1. 0 


1. 8 


8. 4 


10. 3 


12. 8 


33. 2 


34. 1 



m 2 





0 


2 


5 


7 


9 


12 


14 


mmmm 


1. 0 


1. 01 


1. 02 


0. 97 


0. 89 


0. 80 


0. 81 


ibB^^ 45. Omg/kg 


1. 0 


0. 94 


0. 91 


0. 97 


1. 01 


1. 03 


1. 04 


2 2. 5 rag/kg 


1. 0 


0. 98 


1. 02 


1. 01 


1. 06 


1. 03 


0. 96 


ibB^2 180. Omg/kg 


1. 0 


0. 91 


0. 99 


0. 99 


1. 04 


0. 94 


0. 94 


90. Omg/kg 


1. 0 


0. 96 


1. 00 


1. 01 


1. 01 


0. 90 


0. 83 


GPT-11 26. 1mg/kg 


1. 0 


1. 00 


1. 01 


0. 90 


0. 79 


0. 88 


0. 87 



m^iif. N - ^ ih m <o ^ m) 

>^U3-;i/ (SUNBRIGHT MEPA-12T^ B :$i 
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mmnm:. ¥±&i9^^fii2ooo. i. og) ^dmso (20 

ml) izmm^^ 7 - ^> )]/ .L-i^;i/^p<— h N - ^ ;i 

>Mm7km (0. 7 7 g) *AD^r3 5°cjc:-r2oi^®ii# 
bfeo SJiS^Jcx-^y — ;i/ (8 0ml) :Rr;t^-fvrDt:;i/3^ 

(3 2 Oml) MUi^ZX 9 O^MJfbfe^, ^* 

^lf^^^i®^L^ — ;i//2^x('v7'Dt:;i/j^ — (1/4 

(v/v), 1 0 0 m 1 ) Tf^Jfe^ bfeo ^ e. n}fe^*«fi^^D MF 

(2 Oml) izmmv. m7}(.mm (o. 4mi) ^m^xm^ 
izx 1 5 ^mmni^ t^o ^mmiz x. ^ ^ - j], (somi) 

i?-rvrDh:;i/a:-5^;i. (320mi) ^ in ^ . muizx 9 0 
^mn \^tz^. mm . ^^y-;v/i^^vrDi^;i/ 

— (1/4 (v/v) . 100ml) xmw^•r ^ 

1. 5 6 g (D V - o n ^ titz^^ V ^ - ^ 

DMF (47ml) td^^^^, 5%>'1^5;e?A-^^(780 
mg) ?&^jn^T^ 3 5°CJc-t3^P^An7jc^^M^fTofcoS^S 
^Stcpt^y — ;i/(9 0ml):St>*-b^^h (sg) ^X 2 

mmmW\^t::(D%s 5 % 71 ^ ^7 A - ^ iiSiJ b o M£ET 
iCTpi^y-;i/;£g5feLfe©-fe. ^^y'-;^ (9 0ml) jRyt 
^ V r D t: ;i/ - 7^ ( 3 6 0 ml) ^M^. mmizx 9 0 
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— (1/4 (v/v) ^ loomi) "r•^5fc^tbfe<^)t.^ 

1 0%:ft^7jc (1 0 0ml) Vimmi^tzo 1 N 7km<h± h V ^ 

^Ticmwii^xmm^copH ^10. o iz m . mm. m m m 
ts'pi^^u-^Y^^y^— ^ m^^-x ^ ^ y ^m^mm-ii ^ ^ u 

iiMlg*s|-rsc:i:f3j;o*rs ifl^^b-^^KjCi. I8g) 
W N-7'-l2^;i/'fb%©-a-J^) 

>^Urj — ;i/(SUNBRIGHT MEPA-12Th0* 
^m%±^s ¥±&^0^^S12OOO. 2. Og) ^DMSO (40 
ml) \zmm^^. y - )\/ L-^5^;i/^p{-h N-;!7;i/ 

jr?>^^iftzfcti(o. 4 0g)&iiDA-r3 5"Cj3-t2o^^tii!s^ 

bfeo :c ^ J — )\, (1 6 0ml) 21^tJ«S^-fy7"Dtr;i/ 

3^-7^ ;u (6 4 0ml) ^iP^, ^Mtz-TQOi&M^tfe^, 
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(v/v), 1 5 0ml) 'T^mwvtzo m^titcimmm^-DMF 
(40ml) izmmvs myi<imm co. smi) ^M^xmu 
\zx 1 5 mmmn V r^io M^s^jc^iis^y-;!/ (i e omi) m 

(1/4 (v/v) , 150ml) xm^T ^ 
h iz ^ ^ X . 2. 12gcD7i?i;x' — ^f^fco^^nfcTi^Ux' 
-^DMF (6 4ml) Jz^^Sbfc^. 5%yl^J^^7A-^ 
* (1. 0 6g) ^ADx.Ts 3 5''Ct^T3^^AD7jc^i&®^*ff 
ofeo ^JiS^SKlpt^y — ;i/ (13 0ml) JRtjfHz^-r h (14 

g) ^ua^x 2mmmn \^rz<D%^ 5%/'^^>:^K7 2^-mm^m 

(1 3 0ml) 2fctl?i^-rv:7-Dtr;vx-7";i/ (5 2 0ml) 

M K.. mu iz X 9 0 ^ mni^ Tc: o ib^m^mmi^. 

/>i?^VrDl^;i/ji-5-;i/(l/4(v/v). 160ml) 
^?Jfe#Ufe(D*>> 10%:ft^7jc(16 0ml)j3?g^iUfeo 

lN7Jc^'^b:^^ue7A7Jc^§$s^c:T^§«?^g©pH:fel o. o izm 
^mm.mmmij ^ 2^ ^ h ^ y ^ ^\,^x-f:ty 
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^mmm ^ 2^ ^ tt h ^ ^ y ^ ^ xmm: \^ . ^tbufc 

^(1. 5 6g) ^mtzo 0. 02N2k^'^b:^^U>^7A:fefflV^ 

tcm^Miz & < ^ih-^m 1 ^ ^ (D )v ^ >m<Dm-^mit. 

M M ± (D m m (D aj 

^ m m (D > y h > m CO 1^ ^ ^ mm it . it^miz^m 

U-^-rv>7 ^ - j]^ :^ ^ ^ b itj > V y" >m^m^ 

iz ^ ti ram ^ ^ m m X' ^ ^ o miz^ ^-t^v^m^-r^m^^ 
nm-i^tiim^mizm^izxm^^^h, ilJftffi^D'J>>&v^c:i:As 

x $> :h !i hit. ^ ^ m (o X o m M iz §^ m ^ tiiz < v^ 
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it ^ 0 ffl 

1 . V 3:.^ u > -if V n - jvm tmmi^ > m T 

^ V - t <D n m CD il JU > m & t . y :^ J — > 

2. =^ 9- > if ^) :d - )v m h m^\z ti }v isr. mm ^ r 

ar^ ^) :^ 9- V y if ^) u — )], m h mm 
\z -fy )v y m.m ^ m -r ^ v — t<Dyxj yir^m-^i^-TUb^ 

4 . ^ y m 'tt T ^ y ^ AS ij ;V ^ ^ > ^ X a Jit y T :^ /I ^ 

5 . -m^ ( I ) 




~C6) t;i/:^;i/^§^Ls tiis-i i 5 o 0 omm.^^ L . 
Ait^^m^mi^s d + e + fji3~2 0 0®^|gj^^b> R2 
it:^m^^. B^fe»^*LTV^•r'feJ;V^ (C1~C6) T )U ^ 
» 3i {i a m a ^ * b -C V^ T <fc V> V l^s R 3 i± 7K 

*il^X{igMiES:^UTV^-C^>d;V^ (C1~C6) 

•r'v^TtJ;V^ (C1~C2 0) T )VZJ g*fe»*#U 

TV^Tt)<fcv^ (ci~C2 0) T;i/:?r;i/7'^y«, mm&^m 
b-c^,^■r*J:v^^^ (Cl~C2 0) 

^S:^bTV^■rt)J;V^ (C1~C2 0) T ?\y ^ JV T tl 

(ci~C2 0) T;i/:¥;uT^y^^^u> P^Tk^ii^. 

(C1~C6) (C1~C6) T J]y u ^ i] )V Tf. 
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~ )]/^ ^ ^ •f' 2 

6. R 1 ifimW^&^m LX \f^X ^ (Cl~C4)V;i/:3f 

C6) T J]/ ^ U y ^ ^ d + e + ftfiG-^eOcr^mWLXh 

d + e + fizM-r^d<Dm^i)^0--6 0%. e (DM-^iJ^ 0 
-6 0%. f(DSiJ^*si-'10 0%r*fet). R2AS7j<:|gM^X 
{i@^fe^<^:#UTV^T'fe«J;V^ (C 1 — 04) 

R3ifi7k^m^^i:iimmm(D (C 1~C4) ^ X* D > 

v^ (CI-CS) g^«^*bTVM:*)J;v^ 
(c i~c 8) T;i/^;i/T^y^. em»<&*btv^■r^)ckv^ 

(ci~c8) T )\^ ^ )v T ^ y & ^ i± mmm ^ m V X X i> 

(Ci—cs) (ci~C8) 

P;&s (C2~C4) 

7. RlAS^^;i/^T*fet). AASh'J^^l/>^t?2feD. R2 
!3 X R 3 ifi-:^ ^ ^ )VT 5, ^ M. ^ )V&X ^ . R4 
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p ifi T ^ j\/ ^ X' ^ m Mm 6 izmmo-fy > y h ->>m(Dm 

8. Rl*Sp<^;i/affeD. AA^^^;^5^l/>^•r•feD^ R2 

y >y vy'^>>m}i^. mmmm^Xs M■&^a&Mv^ 

•r ^ n"^ V — }i(D ^ (D iti jv > m& t . y ^ — )\/^itj 

>rh7^i;/>|^©7:ny-;H4 7jc^^i;^, m ^ M ^ m X 

11. it^^l~9<Dv^•rtl*»l:s^c:gB«©*>7•^7^^> 




■ : ih^m 1 



O : it^m 2 




O : ih^m 2 



